(24 A Phase | Study of HCW9218, a Bifunctional TGF- Antagonist/IL-15 Protein Complex, in Advanced Solid Tumors
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« The primary objective of this Phase | first-in-human clinical trial is S e

to determine the maximum tolerated dose (MTD) of HCW9218 In
patients with chemo-refractory/resistant advanced solid tumors.

« All subjects had a robust proliferation of NK cells (Fig 2), ranging from 77%
to 97% Ki-67* by day 8 after dosing (7-15% pre-dosing), which corresponded
METHODS to an increased mean % of NK cells to 31% of the lymphocytes at Day 8 and
« HCWO9218 is administered subcutaneously in the outpatient 37% at day 15 (11% pre-dosing). Responses were sustained through day 15,
setting once every 3 weeks for a minimum of 2 cycles (Fig 1). ST T OO e dy isit oy o0 0 Fre-dose &AL a biological effect beyond that previously observed for other IL-15 agonists.

« HCW9218 dose ranges are from 0.25 mg/kg (DL1) to 1.2 mg/kg Normalized TG Normalized TGF-f2 Normalized TGF-f3  In the 3 patients who received Cycle 2, the proliferation of NK cells by Ki-67*
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o U0z | Raite: 7 = e was again observed, peaking on Day 8. 14 days after one dose, 46% of NK
« Correlative objectives include immunogenicity, pharmacokinetic

cells were CD56P"9t (11% pre-dosing).
(PK) profiles of HCW9218, lymphocyte number, phenotype and A modest increase in Ki-67* CD8* T cells was observed on day 8 which was
function by flow cytometry analysis.

not sustained but was reactivated following Cycle 2 (Fig 3).
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Fig 1. — neutralize serum TGF-B1 (Subject UMN-04) (Fig 4).
1 cycle = 3 weeks (21 days) with a 2-cycle minimum unless medically contraindicated. - o4 make HCW9218 Pharmacokinetics . .
T (star) 025 mghkg ooz 0zsmag dose « HCWO9218 did not increase serum levels of IL-1a, IL-1[5, IL-6, IFN, or TNF.
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R : OszlkZ « HCW9218 pharmacokinetics mimic NK cell Ki67* levels (Fig 5).
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EE——— Cohort 1 - Subjects UMN-01 to UMN-03 Cohort 2 - Subject UMN-04 e HCW9218 safely and robustly expands NK cells after a si ngle dose and
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y o T moseor ——— — — : escalation continues as planned to DL3 (0.8 mg/kg).
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